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OS MARPAT 136:184117 

AB Triamine deriv. melanocortin (MC) receptor ligands 

R2R3NCH2CHR1NHCH2 (CH2)nR [R = (un) substituted Ph or cyclohexyl; n - 0-2/ 
Rl = H, (un) substituted alkyl, phenylalkyl , naphthylalkyl ; when R2 is 
absent, R3 together with the attached nitrogen form a substituted 
heterocycle or cyclic alkylene; when R2 is H or (un) substituted alkyl, R3 
is X(Y)CH, where X is H, (un) substituted alkyl, phenylalkyl, Ph or 
naphthyl and Y is Z(CH2)n (n = 1-6, Z = amino or protected amino)] or 
their pharmaceutically acceptable salts were prepd. Data for libraries of 
triamine derivs . and starting materials are tabulated. E.g., 
Boc-Asp (OFm) -OH (Boc = tert-butoxycarbonyl , Fm = 9-f luorenylmethyl) , 
Boc-Tyr (Et) -OH, 4-BrC6H4CH2C02H, and cyclopropylamine (c-C3H5NH2) were 
applied to the synthesis of H2NCH2CH (CH2CH2NHC3H5 -c) NHCH2CH (CH2C6H40Et- 
4)NHCH2CH2C6H4Br-4 . The triamine derivs. of the invention exhibit a range 
of affinities and specificity for various MC receptors. 
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AB A novel method for the solid-phase synthesis of trisubstituted bicyclic 
guanidines I (Rl = CH2Ph, Me, CH2CHMe2, Pr; R2 = CH2Ph, Me, Pr; R3 = 
CH2CH2Ph, Bu, Et) is presented. The initial reaction step involves the 
exhaustive redn. of resin-bound N-acylated dipeptides 
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R3 CONHCHR2 CONHCHR1CONHR (R = polymer support) using borane-THF, followed 
by cyclization of the resulting triamine with thiocarbonyldi imidazole to 
generate resin-bound trisubstituted bicyclic guanidines. Cleavage from 
the resin using HF yields the desired trisubstituted bicyclic guanidines 
in excellent yield and purity. The approaches described enable efficient 
high-yield and purity syntheses of either polyamines II or bicyclic 
guanidines. These methods were applied to the synthesis of both 
individual compds . and combinatorial libraries. 
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(solid-phase synthesis of trisubstituted bicyclic guanidine and linear 
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dipeptide libraries) 
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CN 1, 2-Propanediamine, Nl- [ (IS) -1- (aminomethyl) -2 -phenylethyl] -3 -phenyl-N2 - (2 
phenylethyl) -, (2S) - (9CI) (CA INDEX NAME) 
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